Supplementary figure 1

Filled funnel plot with pseudo 95% confidence limits
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Supplementary figure 2

Filled funnel plot with pseudo 95% confidence limits
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Supplementary figure 3

Filled funnel plot with pseudo 85% confidence limits
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Supplementary figure 4

Filled funnel plot with pseudo 85% confidence limits
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Supplementary figure 5

Direct comparisons in the network
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Supplementary figure 6




Supplementary figure 7

Filled funnel plot with peeudo 95% confidence limits
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Supplementary figure 8

Filled funnel plot with pseudo 85% confidence limits
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Supplementary table 1 Basic information

Study Number of Age Dosing Entecavir TCM Duration Outcome
patients (C/E) method
F Zhang 2017 35/35 43.8 Oral 0.5mg/Day 18g/Day (AHP) 24 weeks HA, PCIIL IV-C, LN, ALT,
AST, HBV-DNA
ZJ Huang 2016 66/68 42.1 Oral 0.5mg/Day 12g/Day (AHP) 48 weeks ALT, AST, HA, PCII,
IV-C, LN, HBV-DNA
W Guo 2010 42/43 36.5 Oral 0.5mg/Day 18g/Day (AHP) 48 weeks HBVDNA, HA, PCII,
IV-C, LN
YH Zeng 2013 30/30 40.2 Oral 0.5mg/Day 12g/Day (AHP) 48 weeks ALT, AST, HA, PCII,
IV-C, LN
HD Qi 2008 28/30 NA Oral 0.5mg/Day 12g/Day (AHP) 48 weeks HA, PCII, IV-C, LN,
HBV-DNA
CR Shen 2010 50/46 44.8 Oral 0.5mg/Day 6g/Day (BRT) 48 weeks ALT, AST, HA, PCII,
IV-C, LN
DJ Chen 2017 36/36 459 Oral 0.5mg/Day 18g/Day (BRT) 48 weeks HA, PCIIL, IV-C, LN
HT Zhang 2015 100/100 NA Oral 0.5mg/Day 6g/Day (BRT) 48 weeks ALT, AST, HA, PCII,
IV-C, LN
GZ Wu 2017 47/45 435 Oral 0.5mg/Day 12 capsules/Day 48 weeks ALT, AST, HBV-DNA,
(BRT) HA, PCIIL, IV-C, LN
ZG Zhang 2012 43/43 44 Oral 0.5mg/Day 12 capsules/Day 48 weeks HA, PCIII, IV-C, LN
(BRT)
L Xiao 2013 54/54 455 Oral 0.5mg/Day 12 capsules/Day 48 weeks HA, PCIII, IV-C, LN, ALT,
(BRT) AST
YY Sun 2017 38/38 422 Oral 0.5mg/Day 60mg/Day (BRT) 48 weeks HBV-DNA, HA, PCII,
IV-C, LN
XL Zhang 2016 63/71 56.5 Oral 0.5mg/Day 60mg/Day (BRT) 48 weeks HA, PCIIL, IV-C, LN
RF Zhang 2014 55/57 NA Oral 0.5mg/Day 6g/Day (BRT) 48 weeks ALT, AST, HA, PCII,
IV-C, LN, HBV-DNA
Q Yang 2015 50/50 45.1 Oral 0.5mg/Day 4.5g/Day (LWT) 48 weeks ALT, AST, HA, PCII,
IV-C, LN
YQ Zhao 2015 55/57 435 Oral 0.5mg/Day 4.5g/Day (LWT) 48 weeks ALT, AST, HA, PCII,
IV-C, LN
GQ Chen 2016 45/45 42 Oral 0.5mg/Day 4.5g/Day (LWT) 48 weeks HA, PCII, IV-C, LN,
HBV-DNA, ALT, AST
FL Long 2011 59/57 32.8 Injection 0.5mg/Day 10ml/Day (DI) 4 weeks HA, PCIIL IV-C, LN, ALT,
AST
XQ Chen 2016 68/68 452 Injection 0.5mg/Day 10ml/Day (DI) 12 weeks HA, PCIIL, IV-C, LN
Y Zuo 2015 43/43 40.9 Oral 0.5mg/Day 30capsules/Day(DDT) 48 weeks HA, PCIII, IV-C, LN
JH Zhang 2014 23/23 425 Oral 0.5mg/Day 750mg/Day (DDT) 24 weeks HA, PCII, IV-C, LN,
HBV-DNA
YJ Qiu 2017 64/64 48.3 Oral 0.5mg/Day 30capsules/Day(DDT) 24 weeks HA, PCIIL, IV-C, LN
YL Fan 2009 30/30 433 Oral 0.5mg/Day 750mg/Day (DDT) 24 weeks HA, PCII, IV-C, LN,

HBV-DNA
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Supplementary table 2 HA

Entecavir TSC+E LWT+E FHC+E DZC+E DI+E DDP+E BRT+E AHP+E
Entecavir 91.54 -30.08 61.97 -33.70 -62.12 2429 -45.03 -69.20
(-152.79,-30.29)  (-80.08,19.92) (-94.74,29.21)  (-95.09,27.69) (-123.34,-0.89) (-67.62,19.04) (-73.92,-16.14) (-108.02,-30.37)
91.54 TSCH+E 61.46 29.57 57.84 29.42 67.25 46.51 22.34
(30.29,152.79) (-17.61,140.53)  (-39.90,99.03)  (-28.88,144.56) (-57.18,116.02)  (-7.78,142.28) (-21.21,114.23)  (-50.17,94.86)
30.08 -61.46 LWT+E -31.89 3.62 32.04 5.79 -14.95 -39.11
(-19.92,80.08) (-140.53,17.61) (-91.67,27.89)  (-82.79,75.56) (-111.08,47.01)  (-60.37,71.96) (-72.69,42.80) (-102.42,24.19)
61.97 (29.21,94.74)  -29.57 31.89 FHC+E 28.27 0.14 37.68 16.95 722
(-99.03,39.90) (-27.89,91.67) (-41.31,97.86) (-69.58,69.29) (-16.64,92.01) (-26.74,60.63) (-58.02,43.58)
33.70 -57.84 3.62 2827 DZC+E 28.42 9.41 -11.33 -35.49
(-27.69,95.09) (-144.56,28.88)  (-75.56,82.79) (-97.86,41.31) (-115.12,58.28)  (-65.73,84.55) (-79.17,56.52) (-108.13,37.14)
62.12(0.89,123.34)  -29.42 32.04 0.14 28.42 DI+E 37.83 17.09 -7.08
(-116.02,57.18)  (-47.01,111.08) (-69.29,69.58)  (-58.28,115.12) (-37.18,112.83)  (-50.61,84.79) (-79.57,65.42)
24.29 67.25 -5.79 -37.68 9.41 -37.83 DDP+E 20.74 -44.91
(-19.04,67.62) (-142.28,7.78) (-71.96,60.37) (-92.01,16.64)  (-84.55,65.73) (-112.83,37.18) (-72.82,31.34) (-103.08,13.27)
45.03 (16.14,73.92)  -46.51 14.95 -16.95 11.33 -17.09 20.74 BRT+E 24.17
(-114.232121)  (-42.80,72.69) (-60.63,26.74)  (-56.52,79.17) (-84.79,50.61) (-31.34,72.82) (-72.56,24.22)
69.20 2234 39.11 7.22 35.49 7.08 44.91 24.17 AHP+E

(30.37,108.02)

(-94.86,50.17)

(-24.19,102.42)

(-43.58,58.02)

(-37.14,108.13)

(-65.42,79.57)

(-13.27,103.08)

(-24.22,72.56)




Supplementary table 3 LN

Entecavir TSC+E LWT+E FHC+E DZC+E DI+E DDP+E BRT+E AHP+E
Entecavir -48.99 -78.42 -45.29 3.86 -19.39 45.71 21.71 28.84
(-91.65,-6.33) (-113.26,-43.58)  (-68.14,22.43)  (-38.91,46.63)  (-62.00,23.23)  (-75.93,-15.49) (-41.85,-1.56)  (-55.90,-1.77)
48.99 (6.33,91.65) TSC+E -29.43 3.70 52.85 29.60 3.28 27.28 20.16
(-84.51,25.65) (-44.69,52.10)  (-7.56,113.25)  (-30.69,89.90)  (-48.99,55.56)  (-19.89,74.46)  (-30.36,70.67)
78.42 (43.58,113.26) 29.43 LWT+E 33.13 82.28 59.03 3271 56.71 49.58
(-25.65,84.51) (-8.54,74.80)  (27.11,137.44)  (3.98,114.08) (-13.41,78.83)  (16.47,96.96)  (5.47,93.70)
45.29 (22.43,68.14) -3.70 33.13 FHC+E 49.14 25.90 0.42 23.58 16.45
(-52.10,44.69) (-74.80,8.54) (0.65,97.64) (-22.46,74.26)  (-38.31,37.47)  (-6.88,54.05)  (-18.97,51.88)
-3.86 -52.85 -82.28 -49.14 DZC+E 23.24 -49.56 -25.56 -32.69
(-46.63,38.91) (-113.25,7.56) (-137.44,27.11)  (-97.64,-0.65) (-83.62,37.13)  (-101.93,2.80)  (-72.84,21.71)  (-83.30,17.92)
19.39 -29.60 -59.03 -25.90 23.24 DI+E 26.32 232 9.45
(-23.23,62.00) (-89.90,30.69) (-114.08,-3.98) (-74.26,22.46)  (-37.13,83.62) (-78.56,25.92)  (-49.4544.82)  (-59.93,41.04)
45.71 (15.49,75.93) 328 32.71 0.42 49.56 26.32 DDP+E 24.00 16.87
(-55.56,48.99) (-78.83,13.41) (-37.47,3831)  (-2.80,101.93)  (-25.92,78.56) (-12.31,60.32)  (-23.69,57.44)
21.71 (1.56,41.85) 2728 -56.71 23.58 25.56 2.32 -24.00 BRT+E -7.13
(-74.46,19.89) (-96.96,-16.47) (-54.05,6.88)  (21.71,72.84)  (-44.82,49.45)  (-60.32,12.31) (-40.86,26.61)
28.84 (1.77,55.90) 20.16 -49.58 -16.45 32.69 9.45 -16.87 7.13 AHP+E

(-70.67,30.36) (-93.70,-5.47)

(-51.88,18.97)

(-17.92,83.30)

(-41.04,59.93)

(-37.44,23.69)

(-26.61,40.86)




Supplementary table 4 PCIII

Entecavir TSC+E LWT+E FHC+E DZC+E DI+E DDP+E BRT+E AHP+E
Entecavir -48.13 29.41 -76.65 1111 27.40 -53.89 -36.46 -43.70

(-108.95,12.70)  (-79.08,20.26) (-109.21,-44.09)  (-71.88,49.67) (-88.22,33.41) (-96.92,-10.86) (-65.14,7.78)  (-82.21,-5.19)
48.13 TSC+E 18.72 28.52 37.02 20.72 -5.76 11.67 443
(-12.70,108.95) (-59.81,97.24) (-97.52,40.47) (-48.97,123.00)  (-65.30,106.74) (-80.27,68.75) (-55.58,78.92)  (-67.57,76.42)
29.41 -18.72 LWT+E -47.24 18.30 2.00 24.48 -7.05 -14.29
(-20.26,79.08) (-97.24,59.81) (-106.63,12.15)  (-60.19,96.79) (-76.52,80.53) (-90.19,41.24) (-64.40,50.30)  (-77.14,48.56)
76.65 28.52 47.24 FHC+E 65.54 49.25 22.76 40.19 32.95
(44.09,109.21) (-40.47,97.52) (-12.15,106.63) (-3.40,134.49) (-19.74,118.23) (-31.20,76.72) (-3.20,83.58)  (-17.48,83.38)
11.11 -37.02 -18.30 -65.54 DZC+E -16.30 -42.78 25.35 -32.59
(-49.67,71.88) (-123.00,48.97)  (-96.79,60.19) (-134.49,3.40) (-102.28,69.68) (-117.25,31.69)  (-92.55,41.85)  (-104.54,39.36)
27.40 20.72 -2.00 -49.25 16.30 DI+E 26.48 9.05 -16.29
(-33.41,88.22) (-106.74,65.30)  (-80.53,76.52) (-118.23,19.74)  (-69.68,102.28) (-100.99,48.02)  (-76.30,58.19)  (-88.28,55.69)
53.89 5.76 24.48 22.76 42.78 26.48 DDP_E 17.43 10.19
(10.86,96.92) (-68.75,80.27) (-41.24,90.19) (-76.72,31.20) (-31.69,117.25)  (-48.02,100.99) (-34.28,69.14)  (-47.56,67.93)
36.46 -11.67 7.05 -40.19 25.35 9.05 -17.43 BRT+E -7.24
(7.78,65.14) (-78.92,55.58) (-50.30,64.40) (-83.58,3.20) (-41.85,92.55) (-58.19,76.30) (-69.14,34.28) (-35.26,40.77)
43.70 -4.43 14.29 -32.95 32.59 16.29 -10.19 7.24 AHP+E
(5.19,82.21) (-76.42,67.57) (-48.56,77.14) (-83.38,17.48) (-39.36,104.54)  (-55.69,88.28) (-67.93,47.56) (-40.77,55.26)




Supplementary table 5 IV-C

Entecavir TSC+E LWT+E FHC+E DZC+E DI+E DDP+E BRT+E AHP+E
Entecavir -19.54 93.52 -49.92 -7.93 20.13 -36.04 -37.95 24.83
(-55.97,16.88)  (-123.28,-63.75)  (-69.43,-30.40)  (-44.34,28.48)  (-56.50,16.23) (-61.83,-10.24) (-55.16,-20.74) (-47.92,-1.75)
19.54 TSCH+E -73.97 -30.37 11.61 -0.59 -16.49 -18.40 -5.29
(-16.88,55.97) (-121.01,-26.93)  (-71.69,10.95) (-52.06,50.88) (-61.12,28.14) (-58.69,21.88) (-48.41,37.83)
(-39.89,63.12)
93.52 73.97 LWT+E 43.60 85.59 73.38 57.48 55.57 68.68
(63.75,123.28)  (26.93,121.01) (8.01,79.19) (38.56,132.62)  (26.39,120.38) (18.09,96.87) (21.19,89.95) (31.01,106.35)
49.92 30.37 -43.60 FHC+E 41.99 29.79 13.88 11.97 (-14.05,37.99)  25.08
(30.40,69.43)  (-10.95,71.69)  (-79.19,-8.01) (0.67,83.30) (-11.48,71.06) (-18.46,46.22) (-5.14,55.31)
7.93 -11.61 -85.59 -41.99 DZC+E -12.20 28.11 -30.02 -16.90
(-28.48,44.34)  (-63.12,39.89)  (-132.62,-38.56)  (-83.30,-0.67) (-63.67,39.26) (-72.73,16.52) (-70.29,10.26) (-60.02,26.21)
20.13 0.59 -73.38 -29.79 12.20 DI+E -15.90 -17.81 -4.70
(-16.23,56.50)  (-50.88,52.06)  (-120.38,-26.39)  (-71.06,11.48)  (-39.26,63.67) (-60.49,28.68) (-58.05,22.42) (-47.78,38.37)
36.04 16.49 -57.48 -13.88 28.11 15.90 DDP+E -1.91 11.20
(10.24,61.83)  (-28.14,61.12)  (-96.87,-18.09) (-46.22,18.46)  (-16.52,72.73)  (-28.68,60.49) (-32.92,29.10) (-23.41,45.82)
37.95 18.40 -55.57 -11.97 30.02 17.81 1.91 BRT+E 13.11
(20.74,55.16)  (-21.88,58.69)  (-89.95,-21.19) (-37.99,14.05)  (-10.26,70.29)  (-22.42,58.05) (-29.10,32.92) (-15.68,41.91)
24.83 5.29 -68.68 -25.08 16.90 4.70 -11.20 -13.11 AHP+E

(1.75,47.92)

(-37.83,48.41)

(-106.35,-31.01)

(-55.31,5.14)

(-26.21,60.02)

(-38.37,47.78)

(-45.82,23.41)

(-41.91,15.68)




Supplementary table 6 ALT

Entecavir TSC+E LWT+E FHC+E DZC+E DI+E BRT+E AHP+E

Entecavir -12.87 (-23.65,-2.09) 2020 (-29.18,-11.22)  -15.48 (:21.77,-9.19)  -6.28 (-21.71,9.15)  -24.80 523 (-12.14,1.69)  -17.02 (-25.94,-8.09)
(-39.89,-9.71)

12.87 TSCH+E -7.33 (-21.35,6.70) -2.60 (-15.08,9.87) 6.59 (-12.23,25.42)  -11.93 7.65(-5.16,20.45)  -4.15 (-18.14,9.85)

(2.09,23.65) (-30.47,6.62)

20.20 7.33 (-6.70,21.35) LWT+E 4.72 (-6.24,15.69) 13.92 (-3.94,31.78)  -4.60 14.97 (3.64,26.31)  3.18(-9.47,15.83)

(11.22,29.18)
15.48
(9.19,21.77)
6.28
(-9.15,21.71)
24.80
(9.71,39.89)
5.23
(-1.69,12.14)
17.02

(8.09,25.94)

2.60 (-9.87,15.08)

-6.59 (-25.42,12.23)

11.93 (-6.62,30.47)

-7.65 (-20.45,5.16)

4.15 (-9.85,18.14)

-4.72 (-15.69,6.24)

-13.92 (-31.78,3.94)

4.60 (-12.96,22.16)

-14.97 (-26.31,-3.64)

-3.18 (-15.83,9.47)

FHC+E

-9.20 (-25.86,7.47)

9.32 (-7.02,25.67)

-10.25 (-19.60,-0.90)

1.54 (-9.38,12.46)

9.20 (-7.47,25.86)

DZC+E

18.52 (-3.07,40.11)

-1.05 (-17.97,15.86)

10.74 (-7.09,28.57)

(-22.16,12.96)
-9.32 (-25.67,7.02)

-18.52
(-40.11,3.07)

DI+E

-19.57
(-36.18,-2.97)
-7.78 (-25.31,9.75)

10.25 (0.90,19.60)

1.05 (-15.86,17.97)

19.57 (2.97,36.18)

BRT+E

11.79 (0.50,23.09)

-1.54 (-12.46,9.38)

-10.74 (-28.57,7.09)

7.78 (-9.75,25.31)

-11.79 (-23.09,-0.50)

AHP+E




Supplementary table 7 AST

Entecavir TSC+E LWT+E FHC+E DZC+E DI+E BRT+E AHP+E
Entecavir -11.31 -14.24 -10.39 177 (-15.50,19.04)  -10.30 (-27.51,6.91)  -2.59 (-10.39,5.20)  -22.18 (-32.33,-12.03)
(-23.45,0.83) (-24.26,-4.21) (-17.46,-3.31)

11.31 (-0.83,23.45)

14.24 (4.21,24.26)
10.39 (3.31,17.46)

-1.77

(-19.04,15.50)

10.30 (-6.91,27.51)

2.59 (-5.20,10.39)

22.18(12.03,32.33)

TSC+E

2.92 (-12.82,18.67)
-0.93
(-14.98,13.13)
-13.08
(-34.19,8.03)

-1.01
(-22.07,20.05)
-8.72 (-23.15,5.72)

10.87 (-4.96,26.69)

2.9
(-18.67,12.82)
LWT+E

-3.85 (-16.12,8.42)

-16.01
(-35.97,3.96)
-3.94
(-23.85,15.98)
-11.64
(-24.34,1.06)
7.94 (-6.32,22.21)

0.93 (-13.13,14.98)

3.85 (-8.42,16.12)

FHC+E

-12.16
(-30.82,6.51)
-0.09
(-18.69,18.52)
-7.79 (-18.32,2.74)

11.79 (-0.58,24.17)

13.08 (-8.03,34.19)

16.01 (-3.96,35.97)
12.16 (-6.51,30.82)

DZC+E

12.07

(-12.31,36.45)

4.36 (-14.58,23.31)

23.95 (3.91,43.98)

1.01 (-20.05,22.07)

3.94 (-15.98,23.85)
0.09 (-18.52,18.69)

-12.07 (-36.45,12.31)

DI+E

-7.71 (-26.60,11.19)

11.88 (-8.10,31.86)

8.72 (-5.72,23.15)

11.64 (-1.06,24.34)
7.79 (-2.74,18.32)

-4.36

(-23.31,14.58)

7.71 (-11.19,26.60)

BRT+E

19.58 (6.78,32.38)

-10.87 (-26.69,4.96)

-7.94 (22.21,6.32)
-11.79 (-24.17,0.58)

-23.95 (-43.98,-3.91)

-11.88 (-31.86,8.10)

-19.58 (-32.38,-6.78)

AHP+E




Supplementary table 8 Adverse events

Study Number of patients(C/E) Adverse reactions in the control group Adverse reactions in the experiment group
F Zhang 2017 35/35 Increased frequency of defecation (2) No adverse reaction

GZ Wu 2017 47/45 Discomfort in the stomach (4) Discomfort in the stomach (5)

YY Sun 2017 38/38 Nausea (1); dizziness (1) Nausea (1); dizziness (1); fatigue (1)

XL Zhang 2016 83/71 Gastrointestinal symptoms Gastrointestinal symptoms, vertigo and fatigue
RF Zhang 2014 55/57 Discomfort in the stomach (5) Discomfort in the stomach (4)

GQ Chen 2016 45/45 Increased serum CK No adverse reaction

XQ Chen 2016 68/68 Nausea(3); allergy (1) Nausea(2)

YJ Qiu 2017 64/64 Nausea (3); bloating (3);loss of appetite (2) Nausea (2); bloating (1); loss of appetite (1)
RQ Fan 2013 35/38 No adverse reaction Discomfort in the stomach (2)




